Sir,

Severe acute respiratory syndrome (SARS) COV-2 is currently ravaging the world and is associated with high morbidity and mortality. The absence of a clinically useful therapy or vaccine poses a severe challenge for controlling this pandemic.

Coronaviruses, including SARS-CoV-2, are enveloped viruses. Genome of these virus particles consists of a positive-sense, single-stranded RNA which has codes for structural proteins, nonstructural proteins (NSPs), and accessory proteins.\[[@ref1]\] One of the critical proteins is RNA-dependent RNA polymerase (RdRp) which is one of the NSPs (nsp12). Structural and phylogenetic analysis indicates that all known viral RdRps are highly conserved. Several drugs (e.g., favipiravir and remdesivir) bind to the RdRp active site and have demonstrated efficacy *in vitro* and animal models. Recently, remdesivir has shown efficacy in decreasing the disease duration in adult patients with severe COVID-19 infection.\[[@ref2]\]

Sofosbuvir is an anti-viral drug with activity against positive-sense RNA virus. Infection with hepatitis C virus is its approved indication.\[[@ref3]\] It is a direct-acting antiviral agent and acts by inhibiting NS5B RdRp of this virus. This drug gets converted into an active form to nucleoside triphosphate after phosphorylation within the host cell; this, in turn, terminates the replication of RNA in the nascent viral genome by acting as a defective substrate for NS5B.\[[@ref3]\] Sofosbuvir has also been highly effective and safe in patients suffering from hepatitis C infection\[[@ref3]\] and can be prescribed once daily due to its favorable pharmacokinetic profile.\[[@ref4]\]

Some preliminary studies have recently been conducted, *in vitro*, to explore the possible role of sofosbuvir in inhibiting RdRp of SARS-CoV-2.\[[@ref5]\] In a recent study by Elfiky,\[[@ref6]\] the author built a COVID-19 RdRp model using homology modeling and sequence analysis. Molecular docking was performed for antipolymerase drugs, including sofosbuvir and remdesivir. The results suggested that sofosbuvir could tightly bind to the RdRp.

In another study, Chien *et al*. demonstrated that RdRp of SARS-CoV-2 is also permanently blocked by the biologically active triphosphate forms of sofosbuvir following incorporation into enzyme, leading to irreversibly blocked polymerase extension.\[[@ref7]\]

In an *in vitro* study using a model for polymerase extension, it was demonstrated that the activated form of sofosbuvir blocked further incorporation of nucleotides following incorporation into SARS-CoV RdRp.\[[@ref8]\] Sofosbuvir does not affect host DNA-polymerase.

With the worldwide availability of sofosbuvir, its excellent safety profile, and preliminary studies suggesting its potential role in COVID-19, there is an urgent need to conduct control trials to test the efficacy and safety of this drug in patients with COVID-19 disease. Use of this drug can potentially help in reducing the duration of viral shedding, reducing the progression of symptoms, and preventing the development of cytokine storm.
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